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DESCRIPTION

Terazosin hydrachloride an alpha-1-selective adrenoceptor blocking agent, is a quina-
2oline derivative rep ¢ by the g chemical name and structural formula;
(RS)-Piperazine,1-(4-amino-6,7-dimethoxy-2-quinazolinyl)4-[(1etra-hydro-2-
turanyl)carbonyl}-, monohydrochloride
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Terazosin hydrochloride is a white, fine crystaliine powoer, freely soluble in water
and isotonic saline and has a molecular weight of 423.89. Terazosin hydrochioride
tablets tor oral i ion are ied in four gth: ing terazosin hydvo-
chloride eguivalent 1o 1 mg. 2 mg. 5 mg, or 10 mg of terazosin.
inactive ingredients:
1 mg tablet: lactose monohydrate, magnesium stearate, microcrystatline cellutose
and pregelatinized starch.
2 mg tablet: iron oxide, lactose monohydrate, magnesium siearate, microcrystatline
cellulose and pregelatinized starch.
5 mp 1ablet: D&C Red No. 27 aluminum lake, lactose monohydrate, magnesium
stearate, microcrystatline cellulose and pregelatinized starch,
10 mg tablet: iron oxide, lactose monohydrate, magnesium stearate, microcrys-
talline cellulose ang pregelatinized statch.
CLINICAL PHARMACOLOEY
Pharmacasynamics:
A. Benign Prosialic Hyperplasia (BPH)
The symptoms associated with BPH are refated to bladder outlet obstruction which
is ised 0 1wo ying D ;a2 static and a dynamic
The static isa of an increase in prostate size.

Overt time, the prostate will continue to enlarge. However, clinical studies have demon-
strated that the size of the prostate does not corzetate with the severity ot BPH
symptoms of the degree of urinary obstruction.’ The dynamic component is a func-
tion of an increase in smooth muscle tone in the prostate and bladder neck. lead-
ing to constriction ot the bladder outlet. Smooth muscle tone is mediated by sympa-
thetic nervous sti 1 of alpha-1 s, which are abundant in the
prostate, prostatic capsule and bladder neck. The reduction in symptoms and improve-
ment in urine tlow rates following administration of lerazosin is related 10 relax-
ation ot smooth muscle produced by ot alpha-1 in the blad-
der neck and prostate. Becavse there are relatively few alpha-1 adrenoceptors in
the bladder body, terazosin is able to reduce the bladder outlet obstruction with-
out aftecting bladder contractifity.
Terazosin has been extensively studied in 1222 men with the symptomatic 8PH. In
three placebo-c studies, symp € ior and ur it measure-
ments were performed approxi 24 hours ing dosing. Symp! wefe
systematically quantitied using the Boyarsky Index. The questionnaire evaluated
both pbstructive {hesitancy. intermittency, terminal dribbling, impairment ot size
and force of Stream, ion of bladder ing) and irritative {nocturia,
dautime frequency, urgency, dysuria} symptoms by rating each of the 9 symptoms
from 0-3, for a total score of 27 points. Results from these studies indicated that

i i ignifi improved symptoms and peak urine flow rates
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over placebo as 1ollows:'
Peak Flow Rate
{ml/sec)

M Mear
[%)] ] Baselise _ Change (%)

Symptom Scers
(Rangs 8-27)
Me:

[
Study 1 (18 '
Titratisn te tized doss {12 wks)
Placede 55 97 -2.3 (28) 54 101 +1.0 (10)
Terazosin 54 10.1 4.5 [45)" 52 8.8 +3.0 {34)°
Study 2 (2, 5, 16, 20 mg)*
s {24 wks)
125 -3.8 {30) a8 8.8 +1.4 (16}
Yerazosis 85 12.2 -5.3 {43)° 84 8.4 +2.9 {35)°
Stady 3 {1, 2,5, 18 mg)c
Titsati
Pi . -1.1(1) 74 88 +1.2 (14)
Yerazesinw 73 109 -4.6 {42)° 73 8.6 +2.6 {(30)°
a Highest dose 10 mg shows.
b 23% of patients on 10 mg, 41% of patients on 20 mg.
¢ 67% of patients an 10 my.
* Significantly {p < 0.05) more improvement than placebo.
! three studies, both symptom scores and peak yrine flow rates showed isti ignitil impr from base-
in patients treated with terazosin trom week 2 (or the first clinic visit) and throughout the study duration.
8is of the effect of in on i urinary that compared to placebo, terazosin signif-
ty improved the symp of i i impairment in size and force of vrinary stream, ion of

nplete emptying. terminal dribbling, day time frequency and nocluria.

Figers 3
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tn this long-term trial, both symptom scores and peak urinary flow rates showed

suggesting a relaxation of smooth muscle cells

Although biockade of alpha-1 adrenoceptors aiso lowers blood pressure in hypertensive patients with increased peripheral

vascular resistance. terazosin treatment of normotensive men with BPH did not result in clinically significant blood pres-
sure lowering effect:
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"p < 0.05 vs. placebo
B. Hypertension
In animals, terazosin causes a decrease in blood pressure by decreasing total peripheral vascutar resistance. The vasodila-
tory hypotensive action ot terazosin appears 10 be produced mainty by of alpha-1 adr . i
biood pressure gradually within 15 minutes tollowing ofal administration.
Patients in clinical trials of terazosin were administered once daily (the great majority) ang twice daily regimens with tolal
goses usually in the range of 5 to 20 mg/day. and had mild {about 77%, diastolic pressvre 95 to 105 mmHg) or moderate
(23%. diastolit pressure 105 to 115 mmHg) hypertension. Because terazosin. like alt aipha antagonists, can cause unusu-
ally targe fails in blood pressure after the first dose or first few doses, the initial dose was 1 mg in virtually ali trials, with

b titration to a ified fixed dose or titration to some specitied blood pressure end point tusually a supine dia-
stolic pressure of 3¢ mmHg).
Blood pressure responses were measured at the end of the dosing ipterval {usually 24 hours) and etfects were shown 1o
persist throughout the interval. with the usual supine responses 5 to 10 mmHg systolic and 3.5 to 8 mmHg diastotic greater
than placebo. The responses in the standing position tended to be somewhat farger, by 1 1o 3 mmHy, although this was
not true in atl studies. The i ot the bleod p: was 3imilas to prazosin angd less than hysrochioroth-
iazide (in a single study of hypertensive patients}. In measurements 24 hours after dosing, hearl rate was unchanged.
Limited measurements of peak response (2 to 3 hours atter dosing) during chronic terazosin aoministration indicate that
it is greater than about twice the trough {24hour)} [l some ion at at 24 hours, presum-
ably due 1o 2 fall in biood terazosin concentrations at the end of the dose interval. This explanation is not established with
certainty, however, and is not consisient with the similarity ot blood pressure response to once daily and twice daily dosing
and with the absence of an observed dose-response relationship over a range of 5 to 20 mg. i ¢., if blood concentrations
had falten to the point of providing less than tull effect at 24 hours, a shorter dosing interval or larger dose should have
Ied to increased response.
Further dose response and dose duration studies are being carried out. Blood pressure should be measured at the end ot
the dose interval; if response is not satisfactory, patients may be tried on a larger dose or twice daily dosing regimen. The
latter should also be considered if possibly blood pressure related side etfects, such as dizziness, palpitations, or ortho-
static complaints, are seen within a few hours after dosing.
The greater blaod pressure etfectAgsociated with peak plasma gohcentrations (fisst few hours atter dosing) appears some-
whal more position-dependent (greater in the erect position) than the eftect of terazosin at 24 hours and in the erect posi-
tion there is also a 6 to 10 beat per minute increase in heart rate in the first tew hours after dosing. During the first 3
hours after dosing 12.5% o0t patients had a systolic pressure fall of 30 mmHg or more front supine to standing, or stand-
ing systolic pressure below 90 mmHg, with a talt of at least 20 mmHg, compared to 4% of a placebo group.
There was a tendency for patients to gain weight during terazosin therapy. In placebo-controlied monotherapy trials, male
and femaie patients receiving terazosin pained a mean of 1.7 and 2.2 pounds respectively, compared, to losses of 0.2 and
1.2 pounds respectively in the placebo group. Both ditf were i igni
During controled clinical trials, patients receiving terazosin monotherapy had a small but statistically significant decrease
{a 3% fall) compared to placebo in total cholesterol and the combined low-density and very-low-density lipoprotein frac-
tions. No significant changes were observed in high-density lipoprotein fractions and triglycesides compared 1o placebo.

al assessments of overall urinary function and symptoms were 2iso performed by investiators who were blinded to
nt trealment assignment. In studies 1 and 3, patients treated with terazosin had a significantly (p < 0.001) greater
1l improvement compared to placebo ireated patients.

short term study {Study 1), patients were randomized to either 2, 5 or 10 my of terazosin or placebo. Patients random-

10 the 10 mg group a

‘bo (Figure 1).
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+ tor baseline valves see above table .
*p < 0.05, compared to placebo group [Py

fong-term, open-label. non-piacebo controtled clinical triat. 181 men were followed for 2 years and 58 of these men

followed tor 30 months. The effect of terazosin on urinary symptom scores and peak flow rates was

Analysis of cinicat tab y data ing ion of gested the ibili based
on n it white blood ceils. total protein and albumin. Decreases in hematocrit and total
protein have been observed with alpha-b and are i d to dilvti

P 4

Relative to solution. i ini as tablets is absorbed in man. Food had little

of no efiect on the exient of absorption but tood delayed the time to peak concentration by about 1 hour. Terazosin has
been shown to undergo minimal hepatic firsi-pass metabotism and nearly ali the circulating dose is in the form of parent
drug. The plasma levels peak about one hour after dosing. and then decline with a haif-lite of approximately 12 houss. in
a study that evaluated the eftect of ape on terazosin pharmacokinetics, the mean plasma half-lives were 14.0 and 11.4 hours
for the age group 2 70 years and the age group of 20 to 39 years, respectively. Atter oral i the plasma clear-
ance was decreased by 31.7% in patients 70 years of age or older compared to that in patients 20 to 39 years of ape.
The drug is highly bound to plasma proteins and binding is over the clini observed ion range.
Approximately 10% of an orally administered dose is excreted as parent drug in fhe urine and approximately 20% is excreled
in the feces. The inder is elimii as me i EY] renal tunction had no significant effect on the elimina-
tion of ferazosin, and dosage adjustment of terazasin to compensate for the drug removal during hemodialysis (approxi-
mately 10%) does nol appear to be y. Overall, approxi 40% of the inistered dose is excreted in the vrine
and approximaltely 60% in the feces, The disposition of the compound in animals is qualitatively simitar 10 that in man.
INDICATIONS AND USAGE

Terazosin hydrochloride tablets are indicated for the irealment of symplomatic benign prostatic hyperplasia {BPH). There
is a rapid response, with approximately 70% of patients experiencing an increase in urinary tlow and improvement in symp-
toms of BPH when treated with terazosin. The long-term effects of terazosin on the incidence of surgery, acute urinary
obstruction or other complications of BPH are yet 1o be determined. -

Terazosin hydrochloride tablets are indicated for the ireatment of hypertension. They can be used alone or in combination
with other antihypertensive agents such as diuretics or beta-adrenergic blocking agents.

ghout the study duration {Figures 2 and 3):

ATIONS
Terazosin is contraindicated in patients known to be hypersensitive to.terazosin hydrochloride.



- WARNINGS

Symcope and “First-dose™ Effect:

Hie other shph [ agents, Can cause marked 9 of blead
i with the first dose or tirst tew days of tharapy. A simliar sffect can be tlllc-
ipated It therapy Is illm-'lu for several days and 1 restarted. Syscope has siss bee
agents in with npi dosage increases or the lmulcﬂu of ansther antih

drep. Sn:on Is l‘llml 1o be due s an stiec the
spisoge has been preceded by a bout of sevpre supravenivicelas tachycardia llli heart rates of 120 to 168 baats per
Additisnally, the possibliity ot the centributien of hemodiletien to the sy ot shonid

Ts decraase the iikelihond of should always be Initiatod with 2 1 mg
dose of terazosin, given at bedtime. rhc 2 mg, 5 mg and 10 mg tablsts ars net indicated ss Initiat therapy. Desage
u and Administration section and sddi-

it 1d siteations,

such as driving er hazardous tasks, whers Injury ¢ 1eseit sheuld synce)
In early investigational studies. where increasing single doses up to 7.5 mg were given at 3 day intervals. tolerance to the

first dose phenomenon di¢ not necessarily develop and the “tirst-dose” elfect could be observed at all doses. Syncopal
episodes occurred in 3 of the 14 subjects given terazosin tablets at doses of 2.5, 5 and 7.5 mg. which are higher than the
recommended initial dose; in addition, severe (blood pressure faliing to 50/0 mmHp) was seen in

two others and dizziness. tachycardia, and hgmheadwn:ss occurred in most subjects. These adverse effects ali occurred
within 90 minutes of dosing.

in three placebo-controlled BPH studies 1, 2, and 3 (see CLINICAL PHARMACOLOGY), 1he incidence of posturai hypoten-

sion in the terazosin treated patients was 5.1%. 5.2%, and 3.7% sespectively.

In multipte dose clinical trials involving nearly 2000 hypertensive palienis \reated with terazosin, syncope was reporied in

about 1% of patients. Syncope was not necessarily associated only with the first dose

It syncope sccurs, the patient sheuld be placed Ia » recaml posit] sted sspportively as aecessary. There

is that the or etfect of Is greater, even In chr lc use, shortly stter dosing. The risk of

the events is greatest during the Initial seven days of treatment, byt continses at »ll time Intervals.

Priapism:

Rarely, {probably less than once in every several thousand patients), terazosin and other x,-antagonists have been associ-
ated with priapism {painful penile erection, sustained for hours and unrelieved by sexuval intercourse or masturbation). Two
or three dozen cases have been reported. Because this condition can lead to permanent impotence it not promptly trealed,
patients must be advised about the sericusness of the condition (see PRECAUTIONS, Information for Patients).
PRECAUTIONS

General:

Prestatic Cancer

Carcinoma o) the prostate and BPH cause many of the same symptoms. These two diseases trequently co-exist. Therefore,

patients thought 10 have BPH should be examined prior o starting terazosin therapy to rule out the presence of carcinoma of

1he prostate.

Drthostatic Hypotension

While syncope is the most severe orthostatic etfect of Terazosm hydrochioride tablets {see Warnings), other symploms of

lowered blood pressure, such as di were more common and occurred in some 28%
of patients in clinical lnals of hypertension. In BPH clinical "la!s 21% of the patients experienced one or more of the tollow-
ing: dizziness. hy postural hy syncope, and vertigo. Patients with octupations in which such events repre-

sent potential problems shoutd be treated with particular caution.

Intormation for Palients {see Patient Package Insert):

Patients should be made aware of the possibility ot syncopal and orthostatic sy ially at the initiation of ther-
apy. and to aveid driving or hazardous tasks for 12 hours after the first dose. atter a dosage increase and atter interruption
of therapy when treatment is resumed. They should be cavtioned to avoid situations whese injury could result should syncope
occur during initiation of terazosin therapy. They shouid also be advised of the need to sit or lie down when symptoms of
lowered blood oCcus, these symp are not always orthostatic. and to be caretul when fising from a
sitting or lying position. If di of are they should be reported to the physi-
cian, so that dose adjustment can be considered.

Patients should also be told that drowsiness or somnolence can occur with terazosin, requiring caution in people who must
drive or operate heavy machinery.

Patients should be advised about the possibility of priapism as a result ut with in hy ide and other
simitar medications. Patients shouid know that this reaction to y rare, but that if it is
not brought to immediate medical attention, it can lead to permanent erechle uysluncnon {impotence).

Laboratory Tests:

Small but statistically significant in i in, white bloog cells, total protein and albumin werse
observed in controled clinical trials. These lmdmgs the of Treatment wun
terazosin tor up to 24 months had no significant e"ecl on prostate specitic antigen (PSA) 1evels .
Drug interactions: H

in controMted trials, terazosin has been added 1o diuretics, and several beta-adrenergic blockers; no unexpected mleucllons
were observed. Terazosin has aiso been used in patients on a variety of concomitant therapies; while these were not formal
interaction studies. no interactions were observed. Terazosin has been used concomilantly in at least 50 patients on the tollow-

ing grugs or drug classes: 1) Yy (2.0, aspmn codeine, ibuproten, indomethacin); 2)
(e.9.. ery ycin, tr im and 3) anti ics {e.g.. phenylephrine
y ide. phenylp i ide, ine hy ( A) Inhqout {e.g., allopurinol); 5) antihis-
famines (e.g.. iramine); 6} p apents {e.g., atenolol, hy y
7 d agents (e.g.. ids}; 9) ! ics; 10) ives and i S le.u., i

} : 8) g
Use with Other Drugs:
1n a study (n=24) where terazosin and P were ini i in's mean AUCy.p, i 1%
atter the first verapamil dose and after 3 weeks of verapamil treatment it increased by 24% with associated increases in
Crmax (25%) and Cp, (32%) means. Terazosin mean Tp,,, decreased trom 1.3 hours to 0.8 hours after 3 weeks of verap-
amil treatment. Slansllcally significant ditterences were not found in the verapamil level with and without terazosin. In 3

study (n=6) where terazosin and captopril were i e plasma di ition of captopril was not influ-
enced by istration of in and i i plasma ] increased linearty with
nose at steady-state atter i of in plus il (see Dosage and Adminisiration).

d i paii of Fertility:
Tevazosm was devoid of 1 when in vivo and in vitro (the Ames test, in vivo cytogenetics, the

dominant lethal test in mice. in vivo Chinese hamsler chromosome aberration test ang V79 forward molation assay).

Terazosin administered in the teed to rats at doses of 8. 40, and 250 mo/kg/day (70. 350. and 2100 mg/m2/day). for two
years. was associated with a statistically signiticant increase in benign adrenal meguilary tumors of male rats exposed o
the 250 mg/kg dose This dose is 175 times the maximum recommended human dose of 20 mg (12 mg/m?). Female rats
were in was not ic in mice when agministered in feed for 2 years at a maximum tolesated dose
of 32 mulkg/day {110 mp/m?; 8 times the maximum recommended human dose). The absence of mutagenicity in a banery
of tests. of tumorigenicity of any celt type in the mouse carcinogenicity assay, of increased total tumor incidence in either
species, and of proliferative adrenal lesions in female rats. suggests 3 male rat species-specitic event. Numerous other

diverse phar ical and have aiso been associated with benign adrenal medutlary tumors in male
rats without supporting evidence for carcinogenicity in man.
The effect of terazosin on fertility was ina fertility/repi ive pertormance study in which male and

female rats were administered oral doses of 8, 30 and 120 myg/kg/day. Four of 20 male rats given 30 mg/kg (240 mg/m?;
20 times the maximum recommended human dose), and five of 19 male rats given 120 mg/kg (960 mg/m2; 80 times the
recommended human dose), fziled to sire a litter. i weights and p gy were unaffected by treatment. Vaginal
smears at 30 and 120 mg/kg/day. however, appeared to contain less sperm than smears trom control matings and good
correlation was reported between sperm count and subsequent pregnancy.

Oral administration of terazosin for one or two years elicited a statistically signiticant increase in the incidence of testicu-
lar atrophy in rats exposed to 40 and 250 mg/kg/day {29 and 175 times the maximum recommended human dose), but not
in rats exposed to 8 mp/kg/day (>6 times the maximum recommended human gose). Testicular atrophy was also observed
in dogs dosed with 300 mg/kg/day (> 500 times the maximum recommengded human dose) for three months but not after
one year when dosed with 20 mg/kg/day (38 times the maximum recommended human dose). This lesion has aiso been
seen with prazosin hydrochioride, another (marketed) selective alpha-1 blocking agent.




2regnancy.

‘eratogenic eftects: Pregnancy Catepory C.

‘erazosin was not ieratogenic in either rats or rabbits when administered at oral doses vp 10 280 ang 60 times. respec-
ively. the maximum secommended human dose. Fetal resorptions occurred in rats dosed with 480 myrkg/day. approxi-
natety 280 times the maximum recommended human dose. Increased fetal absorptions. decreased fetal weight and an
nereased number of Supernumnerary 1ibs were observed in offspring of rabbits dosed with 60 times the maximum recom-
nended human dose. These findings (in both species) were most likely secondary to maternal toxicity. There are no adeguate
nd well-controlied studies in pregnant women and the safety of terazosin in pregnancy has not been established. Terazosin
s not during unless the benetit justifies the potential risk to the mother and fetus.
Jontesatogenic ettects: In a peri- and post-natal development study in rats, signiticantly more pups died in the group dosed
vith 120 mg/kg/day {>75 times the maximum recommended human dose) than in the control group during the ihree-week
wostpartum period.

Rypenension

The prevalence of adverse teactions has been 3scertained f7om clinicat trials conducted primarily in the United States. Al
adverse experiences {events) reporied duning these trials were recosded as adverse reactions. The prevalence rates presented
below are based on combined data from fourteen piacebo-controlled inals g once-a-day ation ot terazosin,
as mongotherapy of in combinalion with other antihypertensive agents. at doses ranging from 1 10 49 mg. Table 3 symma-
nizes those adverse experiences reported for patients in these trials where the prevalence sate in the terazosin group was
2l least 5%. where the prevalence rate tor the terazosm Qroup was at least 2% and was greater than the prevalence rate
tor ihe placebo group. or where the reaction is of particular interest. Asthenia, blurred vision. dizziness. nasal congestion,
nausea. peripheral edema, paipitalions and somnolence were the only symptoms that were signiticantly (p < 0.05) more
common 1n patients receiving terazosin than in patients receiving piacebo. Similar adverse reaclion rates were observed in
placebo-controlled monotherapy trials.

TABLE 3
Vursing Mothers: ADVERSE REACTIONS DURING PLACEBO-CONTROLLED YRIALS
tis nol known whether terazosin is excreted in breast milk. Because many drugs are excreted in breast milk. caution shoutd HYPERTENSION
3 when is 10 a aursing woman.
sediatric Use: body Syst Terazosin Placsde
iatety and e"ectiveness in pediatric patients have not been determined. ody sSysiem (K= 859) (N= 586)
\DYERSE REACTH BODY AS A WHOLE
lln|ll mmm anrynth tAsthenia 11.3%" 4.3%
he i of gent adverse events has been ascertained from clinicat trials conducted wortdwide. All Back Pain 2.4% 1.2%
dverse events reported during these trials were as agverse The rates pi below are Headache 16.2% 15.8%
ased on combined data from six placebo-controlied trials i ing once-a-day ini ion ot at doses ranp- -
N 4 . . o CARDIOVASCULAR SYSTEM
9 from 1 to 20 mg. Table 1 summarizes those adverse events reponoa tor patients in these trials when the incidence rate Palpitations 3% 1.2%
1 terazosin group was al least 1% and was greater than that 'ov lhe placebe group. or where the reaction is of clinicai . e -
sterest. postural ang were the only Posturat Hypotension 1.3% 0.4%
vents thal were signiticantly (p < 0.05) more commen in pmems recervmq terazosin lhan in patients receiving placebo. Tachycardia 1.9% 1.2%
he incidence of utinary tract infection was significantly lower in the patients receiving terazasin than in patients receiv- DIBESTIVE SYSTEM
g placebo. An analysis of the incidence rate of hypotensive adverse events {see PRECAUTIONS) adjusted tor the length Nausea 4.4%° 1.4%
f drug treatment has shown that the risk of the events is greatest during the initial seven days of treatment, but contin- WETABOLIC AND NUTRITIONAL SISORDERS
es at ail three intervals.
\E 1 Edema 0.9% 0.6%
ADYERSE REACTIONS DURING PLACEBO-CONTROLLED TRIALS Peripheral Edema 5.5%" 24%
BENIGE PROSTATIC HYPERPLASIA Weight Gain - 0.5% 02%
Tarazesin Fiacebs MUSCULOSXELETAL SYSTEM g
Dady System {W= 638) (= 360) Pain-Extremities 3.5% 3.0%
ODY AS A WHOLE MERVDUS SYSTEM
tAsthenia 7.4%" 3.3% “Depression 0.3% 0.2%
Flu Syndrome 2.4% 1.7% Dizziness 19.3%"° 7.5%
Headache 4.9% 5.8% Libido Decreased 0.6% 0.2%
ARDIOVASCULAR SYSTEM Nervousness 2.3% 1.8%
Hypotension 0.6% 0.6% Paresthesia 2.9% 1.4%
Patpitations 0.9% 1% Somnolence 5.4%" 2.6%
Postural Hypotension 3.9%" 0.8% RESPIRATORY SYSTEM
Syncope 0.6% 0.0% Dyspnea 3.1% 2.4%
IGESTIVE SYSTEN Nasal Congestion 5.9%" 34%
Nausea 1.7% 1.1% Sinusitis 26% 1.4%
ETABOLIC AND WUTRITIONAL DISORDERS . SPECIAL SERSES -
Pev_unheral_Edema 0.9% 0.3% Blurred Vision 1 E%: 0.0%
Weight Bain 0.5% 0.0% UROGENTTAL SYSTEM
ERVOUS SYITEW impot 1.2% 1.4%
Dizziness . 9.1%"° 42% mpolence 2 -
e . ) tincludes weakness, tiredness, lassitude and mlque
Somnolence 3.6% 19% s st ily signiicant at p=0.05 levet.
Venigo Y4% 0.3% atistically significant at p= evel
SPIRATORY SYSTEW Additional adverse reactions have been vepor\ed but mese are, in general not distinguishable from symptoms that might have
= occurred in the absence of 10 . The advesse reactions were reported by at least 1% ot
Dyspnea . e 1-7"‘_ 0.8% 1987 patients who received terazosin in connolled or open, shnn- ot long-term chinical trials or have been reported during
Nasal Congestion/Rhinitis . 1.9% 0.0% markeling experience: Body as 2 Whole: chest pain, facial edema, teves, abdominal pain. neck pain, shoulder pain; Cardiovascular
SECIAL SENSE:! System: arrhythmia, vasodilation; Digestive System: constipation, diarrhea, dry mouth, dyspepsia. flatulence, vomiting;
Blurred Vision/Amblyopia 1.3% 0.6% Metabolic/Nutritional Disorders: gout; Musculoskeletal System: arthralgia, arthritis, joint disorder, myalgia; Nervous System:
OGEN i anxiety. insomnia; Respiratory System: bronchitis, cold symp T p , increase cough, pharyngitis, rhini-
Impotence 1.6%" 1.4% tis: Skin and Appendages: prutitus, rash, sweating. Special Senses. abnormal vision, conluncnvms tinnitus; Uropenital System:
Urinary Tract Infection 13% 2.9%" urinary fregquency, urinary mcommence primarily reported in postmenopausal women. urinary tract infection.
hciudes weakness, tiredness, Tassitude and Taligoe., - Ir;osl markehng ,o" . i that in m:able!s Therl’::mshrnay llievelrc:: I:IHDIC nac:ons mclu?mq anaphyhxls lolltm-
p < 0.05 comparison between jroups. 9 - ve been reporls o eing p sur

Iditional adverse events have been reporied, but these are, in general. not distinguishabie from symptoms that might have
curied in the absence ot exposure 10 terazosin. The safety protile of patients treated in the long-term open-label study
1s similar 1o that observed in the controlied studies.

¢ adverse events were usually transient and mild or in ity, but

were serious enough to inter-

The adverse reactions were vsually mild or in ity but were serious enough to intesrupt treat-
ment_ The adverse reactions that were most bothersome, as judged by their being reported as reasons for discontinuation
of therapy by at least 0.5% of me 1erazosin group and bemq reported more often than in the placebo proup, are shown in
Tabie 4.

» O’ ¢ TASLE ¢4
pt treatment. In the placebo-controlled trials, the rates of premature termination due to adverse events were not statis-
ally different between the placebo and terazosin groups. The adverse events that were bothersome. as judged by their DISCONTINUATIONS DURING PLACEBG-CONTROLLED TRIALS
ing reported as reasons for discontinuation of therapy by at least 0.5% of the terazosin group and being reported more NYPERTENSION
ten than in the placebo group, are shown in Table 2. - Terazesin Placebe
. TABLE 2 Body System {N= 859) {N= 508)
DISCONTINUAYION DURING PLACEBO-CONTROLLED TRIALS BODY AS A WHDLE
BENICK PROSTATIC MYPERPLASIA Asthenia 1.6% 0.0%
erazosin Flacebs Headache 1.3% 1.0%
Bedy System {N= 636) K= 360) CARDIDVASCULAR STSTEN
P 4 Palpitations 1.4% 0.2%
ever 0.5% 0.0% Postural Hypotension 0.5% 0.0%
Headache 1.1% 0.8% 0.5% 0.2%
WDIOVASCULAR SYSTEM Tachycardi 0.6% 0.0%
Postural Hypotension 05% 0.0% achyca‘dia - -
Syncope 0.5% 0.0% DICESTIVE SYSTEM
SESTIVE SYSTEM Nausea 0.8% 0.0%
Nausea 0.5% 039 METABOLIC AND NUTRITIONAL DISORDERS
.5% .3% N
BUS SYLTE Peripheral Edema 0.6% 0.0%
Dizziness 2.0% 1.1% I(IVIIU.S SYSTEM
Vertigo 0.5% 0.0% Dizziness 3% 0.4%
SPIRATORY SYSTEM Paresthesia 0.8% 0.2%
Dyspnea 0.5% . 0.3% Somnolence 0.6% 0.2%
ECIAL SENSES RESPIRATORY SYSTEM
Blurred Vision/Amblyopia . 0.6% 0.0% Dyspnea 0.9% 0.6%
ENITAL Nasal Congestion 0.6% 0.0%
Urinary Tract Intection 0.5% 0.3% SPECIAL SENSES .
Blurred Vision 0.6% 0.0%




OVERDOSAGE

Should overdosage of terazosin lead to hypotension, support of the cardiovascular

system is of first importance. Restoration of blood pressure and normalization of

heart rate may be accomplished by keeping the patient in the supine position. It this

measure is inadequate, shock should first be treated with volume expanders. If neces-

sary. vasopressors shouid then be used and renal function should be monitored and

supported 2s needed. Laboralory data indicate that terazosin is highly protein bound;

therefore, dialysis may not be of benefit.

DOSAGE ANR llmllsll‘ﬂﬁl

] i tor several days. therapy should be rein-

smuud using the initial dosmq regimen.

Bewnign Prostatic Nyperpiasia:

Initiat Dosa:

1 mg a1 bedtime is the starting dose for all patients, and this dose should not be

exceeded as an initial gose. Patients should be closely followed during initial admin-

istration in order to minimize the risk of severe hypoiensive response.

Subseguent Doses:

The dose should be increased in a stepwise tashion to 2 mg, 5 mg or 10 mg once

daily to achieve the desired improvement of symptoms and/or flow rates. Doses of

10 mg once daily are generally required for the clinical response. Therefore, treat-

ment wnh 10 myg tor a minimum of 4-6 weeks may be required to assess whether a
p has been achii . Some patients may not achieve a clinical vesponse

Gespite appropriate titsation. oh some patients t 2 20

mgQ daily dose, there was an insufticient number of patients studied 1o draw detini-

tive conclusions about this dose. There are insufficient data to support the use of

higher doses tor those patients who show inadequate or no response to 20 mg daily.

Use with Other Drngs:

Caution should be observed when in hydr ide tablets are
concomitantly with other antihypertensive agents, especially the calcium channel blocker
verapamil, to avoid the p of When using

Terazosin hydrochloride lzblels and other ammypznenswe agents concomitantly, dosage
reduction and retitration of either agent may be necessary (See Precautions),
Hypertension:

The dose of terazosin and the dose interval (12 or 24 hours) should be adjusted
according to the patient's indivi blood press: i following is a guide
to its administration:

Initial Dose:

1 my at bedtime is the starting dose for all patients, and this dose should not be
exceeded. This initial dosing regimen shoutd be strictly observed to minimize the
potential tor severe hypotensive etfects.

Subsequent Doses:

The dose may be slowly increased to achisve the desired blaod pressure response.
The usual recommended dose range is 1 mg to 5 mg administered once 3 day; however,
some patients may benefit t1om doses as high as 20 mg per day. Doses over 20 mg
do not appear to provide further blood pressure etfect and doses over 40 mg have
not been studied. Blood pressure should be monitored at the end of the Josing inter-
val 10 be sure control is maintained throughout the interval. It may also be helpfyl
to measure bloed pressure 2 to 3 hours atter dosing to see if the maximum and mini-
Mum responses are Similar, and 10 evaluate symptoms such as dizziness or paipita-
tions which can result trom excessive hypotensive response. If response is substan-
tially mmnmsned at 24 hours zn mcvused dose of use nl 2 twice daily regimen can
be it d for seversl days or longer,
herapy shenld be rejastitutod using Iho I-msl desing regimes. In tlinicai trials,
except for the initial dose, the dose was given in the morning.

Use with Other Drags: (See absve).

New SpPPLIED

Each white, unscored, round terazosin hydrochloride tablets, equivalent to 1 mg tera-
20sin, is engraved INV over 324 on one side.

NOC# 52189-324-24 in bottles of 100 fablets

NDC# 52189-324-29 in bottles of 500 tabiets

NDC# 52189-324-30 in bomes of 1000 lablets

£ach beige. in hydr ide tablets, equi 1o 2 mp tera-
20sin, is engraved INV over 325 on one side.

NDC# 52189-325-24 in bottles of 100 tablets

NODC# 52189-325-29 in bottles of 500 tabiets

NDC# 52189-325-30 in bottles of 1000 tablets

Each pink, unscored. round terazasin hyd ide tablets,

qui to 5 mg
side.

NDC# 52189-326-24 in bottles of 100 tablets

NDC# 52189-326-29 in botties of 500 tablets

NDC# 52189-326-30 in bottles of 1000 tablets

Each yeltow, unscored. round terazosin hygrochioride tablets, eq to 10 mg

INV pver 326 on one

one side.
NDC# 52189-327-24 in bottles of 100 tablets

- NDC# 52189-327-29 in bottles of 500 tablets

NDC# 52189-327-30 in bottles of 1000 tablets

Store at controlled room temperature 15°-30°C (59°-86°F).
Dispense in a tight, light-resistant container as defined in the USP.
CAUTION: Federa) Law prohibits dispensing without prescription.
REFERENCE:

in, is

INV opver 327 on

T. Lepor H. Role of alpha-adrenergic blotkers in the treatment of benign prostatic hypertrophy. Prostate 1990; 3:75-84

Manufactured by:
INVAMED INC.
Dayton, NJ 08810, USA

Date of Revision: September 1996
L-1148;MF#10458
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ERAZ DROCHLORIDE TABLETS, 1 mg, 2 mg, 5 mg and 10 mg
TERAZOSTN HY ANDA # 74-657

MAJOR AMENDMENT
(RESPONSE TO FDA LETTER DATED 11/22/95)

NDC 52189-324-24 o
mnvamed, Terazosin Hyarochionide. sauivalent 1o
3 erazosin Hydrochloride equivalent SE———— . 4
- 1 mg of Terazosin. —_—_— N
Terazosin USUAL DOSAGE: See accompanying et 1
int ~
= prescribing information. S —
“ydrochln"de Keep this and alt drugs out of the reach :,\'..
Tab‘ets of children. =) &
Dispense in a tight, light-resistant o ~
container as defined in the USP. -] N
Store at trolled m temp o—— —
CAUTION: Federal law prohibits 15° to 30°C (59° to 86°F). o~ 8
dispensing without prescription. " 3 A F
Manulactured By 8 &
100 TABLETS INVAMED INC., Dayton, NJ 08810 USA zm 38 &
NDC 52189-324-24 o
*EACH TABLET CONTAINS: e
M.’_'E;_d_’_ﬂ“-____ Terazosin Hydrochloride equivalent to e <
Terazosin Mishuliciuiig =N
. . : See accompanyi m—— |
- "ydrochlonde prescribing information. T Ee— s
: Keep this and all drugs out of the rea == N
Tah'ets of children. reach rtl') >
Dispense in a i ht, light-resistant ———
container as defined ?n the (?SP. Smrm—— g
- Store at controlled room =
Shumon: Federallaw protiis 15" 10 30°C (9° to 86°F). === L
dispensing witho . = NY'N Ry
— -
Manufactured By: == z
100 TABLETS INVAMED INC., Dayton, NJ 08810 USA zm 5§ %
NDC 52189-324-24 o
*EACH TABLET CONTAINS: ===
mvam ed"’" T in Hydrochioride equivalent to — Tee—— .y -
T erazo sin 1 mg of Yerazosin. e 7
. USUAL DOSAGE: Sea accompanying e |
Hydrochioride Roep e mormation = I
Keep this and all drugs out of the reach ~ —————== e
Tab'ets of children. M e
Dispense in a tight, light-resistant o'». A
container as defined in the USP. 3
Store at trol oom te
CAUTION: Federal taw prohibits 15 to 3030 "5 g v = & 9
> N Ton C {59° to 86°F). ~N 'y
dispensing without prescription. S=mwe——_ & g s
A—— %
Manutactured By: = — Z 5 =
100 TABLETS INVAMED INC., Dayton, NJ 08810 USA =zm 38 &
o 5218552424 CH TABLET CONTAINS: —_— E
*EA Al 2 ~
lﬂ Vame dmc- Terazos%g Hydrochloride equivalent 0 ___—-— : -
- 1 mg of Terazosin. = =
Terazosin USUAL DOSAGE: See accompanyiny  wmmmmmmmms ),
- d prescribing information. P oy
Hydr ochloride Keep this and all drugs outof the reach = _————— - I
Tablets of children. ————al| \10
Dispense in a tight, light-resistant o -
m container as defined in the USP. [+
Store at controlled room temp _— "
CAUTION: Federal law prohibits 15" to 30°C (59° to 86°F). “: 4 g: z
pensing without prescripti DTN, ge =
Manutactured By: z k3 5 %

100 TABLETS INVAMED INC., Dayton, NJ 08810 USA



Terazosin Hydrochloride equivalent to

*EACH TABLET CONTAINS:

invamed....

NOC 52189-324-29

MARgo

TERAZOSIN HYDROCHLORIDE TABLETS, 1 mg, 2 mg, 5 mg and 10 mg
ANDA # 74-657

MAJOR AMENDMENT
{(RESPONSE TO FDA LETTER DATED 11/22/95)

NDC 52189-324-29
d *EACH TABLET CONTAINS:
ln Vame mc. Terazosin Hydrochloride equivalent to ~
- 1 mg of Terazosin. e
S—
Terazos‘n USUAL DOSAGE: See accompanying o 2
- prescribing information. —_—
Hydrochloride - ———
Keep this and all drugs out of the reach Sommm——=
of children. pE—
Tablets Dispense in a tight, light-resistan!  ———— (L
* container as defined in the USP. Smem— 0 (54
Store at controlled room temperature = E ’
15° to 30°C (59° to 86°F). S .
vcwan CAUTION: Federal law prohibits Ea—— .
dispensing without prescription. zm B g o
@rea &3 Manufactured By: g8 =
v 500 TABLETS INVAMED INC., Dayton, NJ 08810 USA 38 4
v 62-92¢-6812% <
o £ c o
€ ¢ & 5 <
8 5 2 g
e
& g ¢ 8 2
= fa E @
g 5 558 g
T 3 2 Ez 2 By voc s2169-324-29
¢ & Ec % g *EACH TABLET CONTAINS:
(28 ;35 23 -§°‘ g r'n vamedmc Terazosin Hydrochloride equivalent to N
cug > 2 se =2 " 1 mg of Terazosin. ——
@ T ® = 05 =, C—
E2e o .8£8 84 Terazosnl USUAL DOSAGE: See accompanying isweses o)
g g'c‘» s. " 4 S0 o2 - prescribing information. —— )
c - P =] . e
':_ _,-}-i E [ § 2 53 ‘gﬁ Hydrochlorlde Keep this and all drugs out of the reach o= :. E
o> 2% of 2§ s2 353 of children. =
@ : € . — &
E gL 55-; a § (%2 gz Tab'ets Dispense in a tight, HGht-Tesistant es— (;\ e
container as defined in the USP. = o o
m Store at controlled room temperature e . '(\—l :
15° to 30°C (59° to 86°F). p—————"gTy
CAUTION: Federal law prohibits EES—— B
dispensing without prescription. zm -
d) I'e 2 c Manufactured By: 3 ?i 'E
- v 88§ 500 TABLETS INVAMED INC., Dayton, NJ 08810 USA 53 &
o [<R=3
s ¢ il
- =21
IE —_— ‘E: = e’ -
NE= p $3|W
Q O 3£l
NO® e
m T w— Zg’ <
- T8 3 Ly
@ > 2818
= oslbp NOG 52189-324-29
d *EACH TABLET CONTAINS:
’n Vame mne. Terazosin Hydrochloride equivalent to ~
- 1 mg of Terazosin. ————
TeraZOSIn USUAL DOSAGE: See accompanying ‘,\’,
- prescribing information. )
~ o
Hydrochlorlde Keep this and all drugs out of the reach o~ —_
of children. M
Tablets Dispense in a tight, light-resistant cL
container as defined in the USP. 0
m Store at controfied room temperature f‘:[
15° to 30°C (59° to 86°F). [T}
CAUTION: Federal law prohibits R
dispensing without prescription. L - %
g o g
Manufactured By: zZ 5 -
500 TABLETS INVAMED INC., Dayton, NJ 08810 USA - 35
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TERAZOSIN HYDROCHLORIDE TABLETS, 1 mg, 2 mg, 5 mg and 10 mg

NDC 52189-324-30

mvamed....

*EACH TABLET CONTAINS:

Terazosin
Hydrochloride
Tabhlets

CAUTION: Federal law prohibits
dispensing without prescription.

1000 TABLETS

NDC 52189-324-30

mvamed,...

Terazosin
Hydrochloride
Tahlets

CAUTION: Federal law prohibits
dispensing without prescription.

1000 TABLETS

NDC 52189-324-30

mvamed....

Terazosin
Hydrochloride
Tablets

CAUTION: Federal law prohibits
dispensing without prescription.

1000 TABLETS

ANDA # 74-657
MAJOR AMENDMENT
(RESPONSE TO FDA LETTER DATED 11/22/95)

(]

|

Terazosin Hydrochloride equivalent to 1 mg
of Terazosin.

USUAL DOSAGE: See accompanying
prescribing information.

Keep this and all drugs out of the reach of

i

children. —
Dispense in a tight, light-resistant container
as defined in the USP.
Store at controlled room temperature
15° to 30°C (59° to 86°F).
;-_i
s8 g
Manufactured By: z5 %
INVAMED INC., Dayton, NJ 08810 USA 35 &
*EACH TABLET CONTAINS: =
Terazosin Hydrochloride equivalentto 1 mg ====== |}
of Terazosin. == q
USUAL DOSAGE: See accompanying 0—ex o
prescribing information. ==
Keep this and all drugs out of the reach of ===, P
children. =
Dispense in a tight, light-resistant container
as defined in the USP.
Store at controlled room temperature
15° to 30°C (59° to 86°F).
s
g8 g
Manufactured By: 25 =
INVAMED INC., Dayton, NJ 08810 USA Sd k
*EACH TABLET CONTAINS: ==
Terazosin Hydrochloride equivalentto 1 mg s&==—= .
of Terazosin. —-—‘—____.____:__ o
USUAL DOSAGE: See accompanying —m—— o
prescribing information. ==
Keep this and all drugs out of the reach of S0

children.

Dispense in a tight, light-resistant container
as defined in the USP.

Store at controlled room temperature

L]
3

15° to 30°C (59° to 86°F).
"
S8 2
Manufactured By: 24 =
INVAMED INC., Dayton, NJ 08810 USA Sa =

000122



TERAZOSIN HYDROCHLORIDE TABLETS, 1 mg, 2 mg, 5 mg and 10 mg
ANDA # 74-657
MAJOR AMENDMENT

(RESPONSE TO FDA LETTER DATED 11/22/95)

NOC 52189-325-24 ©
'nva me d '%ACH TABLET CONTAINS . e
mne. quivalent to
. 2 mg of Tetazosm S——— :
Terazosin USUAL DOSAGE: See actompanying  memmm——= |
g prescribing information. ————
Hvd'ochlonde - Keep this and all drugs out of the reach ——— g
Tablets AN of chidren. _ 1
Dispense in a nght llghl-resislam o
container as defined in the U! 0
Store at d room temp -
CAUTION: Federal law prohibits 15° to 30°C (59° to 86" o 1
A IN: Fe el e —— £ s
g » d E—— s o ¥
Manufactured By: = Z 4 =
100 TABLETS INVAMED INC., Dayton, NJ 08810 USA zm 58 &
NOC 52189-325-24 he
'EACH TABLET CONTAINS
invamed... Hydrochioride squivalent to o
2 mg of Terazosin. e~
Terazosin USUAL DOSAGE: See accompanying s |\
- prescribing information. ——
Hydrocnlo"de Keep this and all drugs out of the reach —_ "::
Tablets of children. ]
¢ Dispense in a tlght light-resistant [ ——— N
m S comamer as defined in the USP. = o
e Store led room temp ——
CAUTION: Federal law prohibits -~ 15°to SO'C (59" to 86°F). —_—— . Z:;;
porsing witou proscapon_ 475 ——— LR
RS Manutactured By: ——— =g >
100 TABLETS e INVAMED INC., Dayton, NJ 08810 USA zm 34 %
NDC 52189-325-24 ©
*EACH TABLET CONTAINS:
m vamedm 3 Terazosin Hydrochloride equivalent to <
. 2 mg of Terazosin. a———
Terazosin USUAL DOSAGE: See accompanying  memm—s 2
H prescribing information. e—
"ydrochlo"de Keep this and all drugs out of the reach -—_ ‘n\q‘
Tablets :z) glmm i tight, light-resistant :
N spense in a tight, light-resistan o
m container as defined in lhe USP. =——-— o]
' Storeat P =
CAUT!OI;IQ Federal F:?w pmmns X ‘Ej 15° o0 30°C (59° to wry —— f:\ L€
dispensing without prescript E—— s O 8
Manutactured B m_—— z >
100 TABLETS INVAMED INC., Dayton, NJ 08810 USA zm 384
NOC 52189-325-24
minvamed.,.. "EACH TABLET CONTAINS: —_
Tel’ = ;rngofT Hydrochlonde equivalent to =, -
——— N
azosin . usuaL DOSAGE See accompan N w
Hydrochloride prescribing information, A I
Tablets of Chndrennd 2 dngs ot of the reacn === e
—————— ]
Dispense in g _
comanee deﬁnedgu’-n“ llgm resnstanl 2 o
mmm——
CAUTION: Federal law prohibits Thore at controfied room te -
without prescription,. 15°t030°C (59" to 86°F). O L
. =_ N & 0 0 0 1 2 7
100 TABLETS m’:’:}g‘"ﬁ By: — . 20 g
D INC., Dayton, NJ 08810 ysa 2m 55 Y
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TERAZOSIN HYDROCHLORI

NOC 52189-325-29

invamed...

Terazosin
Hydrochloride
Tablets

CAUTION: Federal law prohibits
dispensing without prescription.

500 TABLETS

NDC 52189-325-29

mvamed....

Terazosin

Hydrochloride
Tablets

CAUTION: Federal law prohibits
dispensing without prescription.

500 TABLETS

NOC 52189-325-29

mvamed....
Terazosin
Hydrochloride
Tablets N

o

CAUTION: Federal law prohibits
dispensing without prescription.

500 TABLETS

DE TABLETS, 1 mg, 2 mg, 5 mg and 10 mg

ANDA # 74-657
MAJOR AMENDMENT

(RESPONSE TO FDA LETTER DATED 11/22/95)

*EACH TABLET CONTAINS:

Terazosin Hydrochloride equivalent to
2 mg of Terazosin.

USUAL DOSAGE: See accompanying
prescribing information.

Keep this and all drugs out of the reach
of children.

Dispense in a tight, light-resistant
container as defined in the USP.

Store at controlled room temperature
15° to 30°C (59° to 86°F).

Manufactured By:
INVAMED INC., Dayton, NJ 08810 USA

*EACH TABLET CONTAINS:
Terazosin Hydrochloride equivalent to
2 mg of Terazosin.

USUAL DOSAGE: See accompanying
prescribing information.

Keep this and all drugs out of the reach
of children.

Dispense in a tight, light-resistant
container as defined in the USP.

Store at controlied room temperature
15° to 30°C (59° to 86°F).

Manufactured By:
INVAMED INC., Dayton, NJ 08810 USA

‘EACH TABLET CONTAINS:

Terazosin Hydrochloride equivalent to
2 mg of Terazosin,

USUAL DOSAGE: See accompanying
prescribing information.

Keep this and all drugs out of the reach
of children.

Dispense in a ftight, light-resistant
container as defined in the USP.

Store at controlied room t ature
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15° to 30°C (59° to 86°F).

Manutactured By:
INVAMED INC., Dayton, NJ 08810 USA
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TERAZOSIN HYDROCHLORIDE TABLETS, 1 mg, 2 mg, 5 mg and 10 mg
ANDA # 74-657

MAJOR AMENDMENT
(RESPONSE TO FDA LETTER DATED 11/22/95)

NDC 52189-325-30 ~
invamed.. A TADLET CONTANS: etz S |
Terazos'“ (::STS;\T_()SE;ESAGE; See accompanying §,§
¥vg{o|?hlo"de EE%):ZE;Zgamo;? :trll(:;s out of the reach of é___———— §

aniets oren. E—

Dispense in a tight, light-resistant container
as defined in the USP.

Store at controlled room temperature

CAUTION. Federal law prohibits w19 10.30°C (59" to 86°F).

dispensing without prescription. 3 § e
Manufactured By: 24 s
1000 TABLETS INVAMED INC., Dayton, NJ 08810 USA 3d %
NOC 52189-325-30 - "
*EACH TABLET CONTAINS: : ————— ]
mnvam ed”"" Terazosin Hydrochloride equivalentto 2 mg === :?\
T of Terazosin. = o
erazosin USUAL DOSAGE: See accompanying e &
H d hl " de prescribing information. =]
v rociio Keep this and all drugs out of the reach of == "
Tablets g children. _
Dispense in a tight, light-resistant container
as defined in the USP.
- Store at controlled room temperature
CAUTION. Federal law prohibits 15°10 30°C (59° to 86°F). .
dispensing without prescription. g g p
Manufactured By: 25 =
1000 TABLETS INVAMED INC., Dayton, NJ 08810 USA 35 &
NDC 52189-325-30 -
*EACH TABLET CONTAINS: ———
mnvam ed”"" Terazosin Hydrochloride equivalentto 2 mg ===== :-:
T = of Terazosin. =
erazos“‘ USUAL DOSAGE: See accompanying —— o
H dro ch I ori d e prescribing information. ————
v Keep this and all drugs out of the reach of =———=_ 1
Tablets children. =
Dispense in a tight, light-resistant container
as defined in the USP.
Store at controlled room temperature
CAUTION: Federal law prohibits 15° to 30°C (59° to 86°F). 3
dispensing without prescription. - % ©
o0 ~
Manufactured By: 25
1000 TABLETS INVAMED INC., Dayton, NJ 08810 USA 35 ¢
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TERAZOSIN HYDROCHLORIDE TABLETS, 1 mg, 2 mg, 5 mg and 10 mg
ANDA # 74-657

MAJOR AMENDMENT
(RESPONSE TO FDA LETTER DATED 11/22/95)

INVAMED INC., Dayton, Ny 08810 USA

NDC 52189-326-24 L
*EACH TABLET CONTAINS:
mvamed.,.. Terazosin Hydrochloride equivalent to <
- 5 mg of Terazosin. To— N
Terazosin USUAL DOSAGE: See accompanying o= |
Hydrochloride prescrbing information. = 3
. Keep this and all drugs out of the reach =~ —————— O
Tablets Ly, of children. ="
& Dispense in a ftight, light-resistant o
m cortainer as defined in the USP. mm—m—— 0
it Store at d room temp ——
CAUTION: Federal law prohibits 15° $0 30°C (59° to 86°F). o 8
- q Py . (?4 ——— w 5 ‘u"' ,;
— 1 ~
B Manutactured By: = zZ 5 0=
100 TABLETS INVAMED INC., Dayton, NJ 08810 USA zm 38 %
NDC 52189-326-24 Ll
*EACH TABLET CONTAINS:
mvamed.... T in Hydrochloride equivalent to <
. 5 mg of Terazosin. ——
Terazosin USUAL D?'s“AGE; See accompanying s J
% prescribing information. —_—
“Vdfochlﬂﬂde ’ Keep this and i drugs out of the reach === 04
Tablets | of chidren. ==
: Dispense in a tight, light-resistant [————N
m — comamer as defined in the USP. === w0
R Store lled room P ——
CAUTION: Federal law prohibits "3 15°to 3o°c (59° to 86°F). o K]
disp g without prescripti =5 _—"‘98,"2
o r— z
Manufactured Z -
100 TABLETS INVAMED INC., n-yton. NJ 08810 USA zm 38 &
NOC 52189-326-24 -~ "
'EACH ’I’ABLET CONTAINS: ]
mvamed.... uivalent 1o <
- 5 mg of Telazosm m—
Terazosin USUAL DOSAGE: Seo accompanyig = 1
H P i tion. —
“Vdmchh"de (. Keep this and all drugs out of the reach ~ ———
Tablets ... ofchidren. ————a|
Dispense in bght tight-resistant r— N
m . comtainer as deﬁned in usP. =— ©
- Store at — .
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TERAZOSIN HYDROCHLORIDE TABLETS, 1 mg, 2 mg, 5 mg and 10 ng
ANDA # 74-657
MAJOR AMENDMENT
(RESPONSE TO FDA LETTER DATED 11/22/95)
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TERAZOSIN HYDROCHLORIDE TABLETS, 1 mg, 2 mg, 5 mg and 10 mg

ANDA # 74-657

» MAJOR AMENDMENT
(RESPONSE TO FDA LETTER DATED 11/22/95)
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TERAZOSIN HYDROCHLORIDE TABLETS, 1 mg, 2 mg, 5 mg and 10 mg

ANDA # 74-657

MAJOR AMENDMENT
(RESPONSE TO FDA LETTER DATED 11/22/95)
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TERAZOSIN HYDROCHLORIDE TABLETS, 1 mg, 2 mg, 5 mg and 10 mg
ANDA # 74-657

MAJOR AMENDMENT
(RESPONSE TO FDA LETTER DATED 11/22/95)
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TERAZOSIN HYDROCHLORIDE TABLETS, 1 mg, 2 mg, 5 mg and 10 mg
ANDA # 74-657

MAJOR AMENDMENT

(RESPONSE TO FDA LETTER DATED 11/22/95)
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: PATIENT INFORMATION ABOUT
{TERAZOSIN HYDROCHLORIDE TABLETS! .

o When used to treat HYPERTENSION or
.““BENIGN PROSTATIC HYPERPLASIA (BPH)

Pleffe read this leaflet before you start taking Terazosin Hydrochloride tablets.
Al read it each time you get a new prescription. This is a summary and
sh NOT take the place of a fuII discussion with your doctor who has
additional information about Teraz I-L drochlorlde tablets. You and your
doctor should discuss Terazosin! 9er hlhmd,q lgts: and your condition
before you start taking it and at/ yout gular’ Ii

Terazosin Hydrochloride tablels ‘are sed!}

(hypertension). Terazosin Hydrdchlornde ‘tablets aré hlso:used to treat benign
prostatic hyperplasia (BPH) in men. This leaflet describes Terazosin
Hydrochloride tablets as a treatment for hypertension or BPH,

What is hypertension (high blood pressure)?

Blood pressure is the tension of the blood within the blood vessels. If blood
is pumped too forcefully, or if the blood vessels are too narrow, the pressure
of the blood against the walls of the vessels rises.

If high blood pressure is not treated, over time, the increased pressure can
damage blood vessels or it can cause the heart to work too hard and may
decrease the flow of blood to the heart, brain, and kidneys. As a result,
these organs may become damaged and not function correctly. [f high blood
pressure is controlled, the damage is less likely to happen.

Treatment options for hypertension

Non-drug treatments are sometimes effective in controlling mild hypertension.
The most important lifestyle changes to lower blood pressure are to lose
weight, reduce salt, fat, and alcohol in the diet, quit smoking, and exercise
regularly. However, many hypertensive patients require one or more ongoing
medications to control their blood pressure. There are different kinds of
medications used to treat hypertension. Your doctor has prescribed Terazosin
Hydrochloride tablets fpr you.

What Terazosin Hydrochloride Tablet does to treat hypertension
Terazosin works by relaxing blood vessels so that blood passes through them

%lPhjgh= blood pressure

: b

more easily. This helps to lower blood pressure.

What is BPH?

The prostate is a gland located below the bladder of men. It-surrounds the
urethra (you-REETH-rah), which is a tube that drains urine from the bladder.
BPH is an enlargement of the prostate gland. The symptoms of BPH, however,
can be caused by an increase in the tightness of muscles in the prostate. If
the muscles inside the prostate tighten, they can squeeze the urethra and slow
the flow of urine. This can lead to symptoms such as:

» a weak or interrupted stream when urinating

a feeling that you cannot empty your bladder completely

a feeling of delay when you start to urinate

a need to urinate often, especially at night, or

a feeling that you must urinate right away

Treatment options for BPH

There are three main ‘treatment options for BPH:

Program of monitoring or "Watchful Waiting". Some men have an enlarged
prostate giand, but no symptoms, or symptoms that are not bothersome. If
this applies, you and yout doctor may decide on a program of monitoring
including regular checkups, instead of medication or surgery.

Medication. There are different kinds of medication used to treat BPH.
Your doctor has prescribed Terazosin Hydrochloride tablets for you. See
"What Terazosin Hydrochloride tablet does to treat BPH" below.
Surgery. Some patients may need surgery. Your doctor can describe
several different surgical procedures to treat BPH. Which procedure is best
depends on your symptoms and medical condition.

What Terazosin Hydrochloride tablet does to treat BPH

Terazosin Hydrochloride tablet relaxes the tightness of a certain type of muscle

in the prostate and at the opening of the bladder. This may increase the

rate of urine flow and/or decrease the symptoms you are having.

+ Terazosin Hydrochloride tablet helps relieve the symptoms of BPH. It does
NOT change the size of the prostate, which may continue to grow. However,
a larger prostate does not necessarily cause more or worse symptoms.

« If Terazosin Hydrochloride tablets are helping you, you should notice an
effect on your particular symptoms in 2 to 4 weeks of starting: to take the
medication.
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* Even though you take Terazosin Hydrochloride tablets and it may help you,
Terazosin Hydrochloride tablets may not prevent the need for surgery in
the future. '

Other important facts about Terazosin Hydrochloride tablets
for BPH

You should see an effect on your symptoms in 2 to 4 weeks. So, you
will need to continue seeing your doctor to check your progress regarding
your BPH and to monitor your blood pressure in addition to your other
regular checkups. : :

Your doctor has prescribed Terazosin Hydrochloride tablets for your BPH
and not for prostate cancer. However, a man can have BPH and prostate
cancer at the same time. Doctors usually recommend that men be checked
for prostate cancer once a year when they turn 50 (or 40 if a family
member has had prostate cancer). These checks should continue even if
you are taking Terazosin Hydrochloride tablets, Terazosin Hydrochloride
tablets are not a treatment for prostate cancer.

About Prostate Specific Antigen (PSA). Your doctor may have done a
biood test called PSA. Your doctor is aware that Terazosin does not affect
PSA levels. You may want to ask your doctor more about this if you
have had a PSA test done.

What you should know while taking Terazosin Hydrochloride
tablets for hypertension or BPH

WARNINGS

Terazosin Can Cause A Sudden Drop in Blood Pressure After
the VERY FIRST DOSE. You may feel dizzy, faint, or "light-headed"
particularly after you get up from bed or from a chair. This is more likely
to occur after you've taken the first few doses, but can occur at any time
while you are taking the drug. It can also occur if you stop taking the drug
and then re-start treatment.

Because of this effect, your doctor may have told you to take Terazosin
Hydrochloride tablets at bedtime. If you take Terazosin Hydrochloride tablets
at bedtime but need to get up from bed to go to the bathroom, get up slowly
and cautiously until you are sure wow the medicine affects you. It is also
important to get up slowly from a chair or bed at any time until you learn

-

how you react to Terazosin Hydrochloride tablets. You should not drive or
do any hazardous tasks until you are used to the effects of the medication.
If you begin to feel dizzy, sit or lie down until you feel better.

You will start with a | mg dose of Terazosin Hydrochloride tablets. Then
the dose will be increaséd as your body gets used to the effect of the
medication.

Other side effects you could have while taking Terazosin Hydrochloride
tablets inciude drowsiness, blurred or hazy vision, nausea, or "puffiness"”
of the feet or hands. Discuss any unexpected effects you notice with your
doctor.

Extremely rarely, terazosin and similar medications have caused painful erection
of the penis, sustained forrnhours and unrelieved by sexual intercourse or
masturbation, This condition is serious, and if untreated it can be foliowed
by permanent inability to have an erection, If you have a prolonged abnormal
erection, call your doctor or go to an emergency room as soon as possible.
How to take Terazosin Hydrochloride tablets

Follow your doctor's instructions about how to take Terazosin Hydrochloride
tablets. You must take it every day at the dose prescribed. Talk with your
doctor if you don't take it for a few days, you may have to restart it at a
I mg dose and be cautious about possible dizziness. Do not share Terazosin
Hydrochloride tablets with anyone else; it was prescribed only for you.
Keep Terazosin Hydrochloride tablets and all medicines out of the reach of
children.

Store at controlled room temperature 15°-30°C (59°- 86°F).

FOR MORE INFORMATION ABOUT TERAZOSIN HYDRO-
CHLORIDE TABLETS AND HYPERTENSION OR BPH, TALK
WITH YOUR DOCTOR, NURSE, PHARMACIST OR OTHER
HEALTH CARE PROVIDER.
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